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1 ] BUT© (a) (b) ©T^ 

[***5] £*T© (a) (b) ©*a6WW: 

(b) lW#*nf«*)a*l5*»WaCfiV^, IiS#2 2 3 7%L<lU 
2 3 8 >KlMUS*U lo^i#^2 6 4 4®Si*^7->KlS 

[tM 6 ] **« 3 U ^ * I/** K ft*** 

[*** s ] if **pc 3 ssis©* v** k * - 
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a 

urea i s ] «m 9 ««ud»«mim** i o h*<z>imm 

1 4 ] f«9( 1 a ft* b < tt* * fc 2 «* 

KWfcH-%b<tt**»KiW-©r^ylfcWW&**^*«a***:**®* 

##8 8 2©Xl/^>^T^->lCg^nfcT5y^fB^^liI-' : fob<l« 
^lc^cDT^^MiB^^^1-§SeM*fe«^©m%^b^v^# 0 

T>^n^e/>%b<»i/x^>f>icg^a^feT^^^»Ji:!lI-" : feb<l« 

8] f*ai4-l 6C0V^i :t ^^^vlB^©mfr^^bT^^ 
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n»*a 2 o ] i mwwmBm*) b < 2 sa«? 

to***-?* F% b < tt*©T 5 F% b < tt*©x*5Vi/* fctt*©*fcffl v** 
»#* 2«*W>»#*:/* K* b < «^©7 ^ F% b < l«©i^;vifel« 

n***2 11 »*«iB«ffl«e«*'^< tt *®** fetti ** 2B * 

<D&&«-?* F% b < tt4©T 5 K* b < fctt*©***** 

T >Kn^f>ii«*mil5«©^e* : feb<^©^^fe 

B»**2Bi©*^^ F% b < l**©7 ^ K* b < tt*<Dx*y/l/* fc» 
M***2 2] 1***2 0«*©** 2 113 

©nest* b < is^o^* 2 f% b < i**«>7 5 k 

a 

::£&#mi:-r£> ***il!«o«aftl3-Kt«aRNA©)ll*a. 

<*«*?**, «^ 1 b < fcttt*** z ««®*^ 

Ffc b < »*©r ^ f% b < ii^©xx^;v* fci«0>*<&Jfe*2f**- 
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mux* 8] »i7>FD^a^uifttt^»^ 
mmmiz * » « r > k d > 5WM*3t«?©«ww ***f bT*wwicx* * 

[«** si] 5/ K n * vm# 7 »* 5 K * b < tt* © r *- n * * fc 
[***s 3] ma oia«^^^^#^^^^*^ M7:y FD ** 



W*«3 6] ***3 2*fett3 3 t«***®**" |f 
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fr**£ ******** II»»^^Mt§II7>FD^>^# 

*, &m&®&mn&*t^*mmm&<?>mTv Fn* y -~y?*m 

[*** 4 2 J 3 8 * fc » 4 0 «*©l«7 > F U V 2/« ft** U T 

b& • mmm. 

mum ica^-r sr^tt^^ ««*** ■cswsrs'Fn*' 
m ta%* 2 m&,±<omr y f o * >ai * * > r > f 

[fl***4 7] j|ft*«T> Fn^>5«S»K:»tt*ry Fo^yff 
ft 2 ««Jia>«r v Fn^y»©«f«ft*M»«ic**** 3**^ 
$e**s> I*»ic^^S7> Ko^ylfc#»*fettT> Fn*>#*#» 
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UTtfi7> Kny>fP«fe*-r 2s««-fc©«t7> Kn^>*©««. 

W*3C5 o] 2««J:C*rvFn^©^©l^W*3 6* 

& 

[tf 5 2 ] If* 31 5 lBi©*tillCJ: »J*ft*»C*«8ft* 2gK 

[W**5 43 T> Fn*>*#»*fcl*T2/ Fn^^SW®*** 
SNc^WSti* 2ggJ:©K7> KO^^©fffl. 

*#»*bfeWJLW*K:* i©i^l^5iT> Fn*v»<D*»**«* 
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[0 0 0 1] 



[0 0 0 2] 

.%> w^i&afSs^** 8 y o o * « - 

[0 0 0 3] 

LHRH7^^) **#««S*vTV*ft. 

kffMtSMAB (Maximal Androgen Blockade) jg^MffoftT V>S. 
[0 0 0 4] 
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[0 0 0 5] 

;i##8 8 2i:iTO) (TapHn et al., Cance 

r Res., 59: 2511-2515, 1999) . r(0df^<D»ARi:#U7H5 Kft 

£^ b fc (veldscholte et al., Biochem. Biophys. Res. Comm., 173: 534-5 

40, 1990) . if*^*^Ki:^»*il©«»c**W^«« ts * K:|,fit 

»&n* 8 7 7#B<0r5y»iia:JiaioTV^*: (Haapala et al., Lab. Inves 

t., 81: 1647-1651, 2001) „ 
[0 0 0 6] 

mm tfiMte i> * 3> ^ -r-s Mi 
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[0 0 0 7] 

& & tl ?,AR©cDNA^iU * W9 * 

«f(0MHI» & & *l A R©*tl * < * ^ t * ^ 

[0 0 0 8] 

[1] JBTF© (a) (b) ©T^^MIH^J: 

(b) BOT»*2T**)a*i*r^^««WK:a3v^ r^W 74 6 ®^ 

[2] ±fB [l] WR©aa«©»^^KT?*oT, jE*T>Kn*>** 

9 miE# 2003-305265 
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[4] DNAt»*±l C3] Bt0#^f^K, 

[5] j^t© (a) (b) (D^mmn: 

(b) «OT»»n?**>an*««wi»cfivT, tiff 2 2 3 7%u<tt2 

£^£±9* [3] flB*©#y S^U**^ 
[6] _tffi [3] ««©^!)3l^l/*^Kft**^«*W*' 

[7] */i/*>#lfc#tt«CD*m«^**±K t63 

[8] _hsa C3] iaRo^ysiri/^Kft^i-ftitt*^^*-' 

[9] ±« [8] K«©tt*iL^^*-W»R*S*fe»***^ 

[11] •MOMKIM***-** Cl 03 

[12] ftHtt^WA****©*!*^**^ Cl 13 

[l s] ±ia [9] ^©*«R***feaJ:* Ci o] ia^©i&^»^^* 

u±B [i] i»©M**fei*-he C2] WR©*^^K****^» 
£-h&#m£-rS-tfa Cl] K«©SeK*fettt®*» *fctt-t« [2] IB 

[i4] ±« ci] ««©«efe%b<tt*©**fett:±«a C2] 

1 o ffiS£^2 003-3052652 
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^xy^zLy^r^^yKum^nr^r^^mmnhm-^^^tm^mzm-^ 
[i e] i^##2T?**>an*r^7WHWicfiv%'rr5^»»*8 8z©^ 

[i 7] _hsa ci] laiR^aeK^KW^tt^wiWi-**^^**^* 

[14] flB*©ffifk 

[18] _hlS [14] ~ [16] ©v>-fti^lcfH«©tn:#&^^^^^^^ 
[19] *^^>Mtt*©T>Kn^>*«#»#«©*WfflT?**J:« [1 

8] sas©^^> 

[2 0] JtfB [i] iBi<oseR%t<»*®** fettJ:B C2] w*®*** 

7yFnr-/fc±B [1] M©*eK*»^<tt*®** fett - fci5 C 
2 ] K * ^ < " K * b < *«® x *^ ;v * 

[2 1] ±IB [1] ia«©^a«%b<^^*^ l " la C2] 

zf* Ft) b < tt*©T ^ K% b < tt*<DX*^/i/* fctt*©****** - * * 
^ tt5 , r>Kny>fcJt« [l] «*©«BKfcb 

[2] fa«©BP^^F : feb<^©T^ F*,b<tt*©M^*fctt*<0 

[22] ±sb [20] --v****^**-** [21] mm®*? 
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«b <»*©** fettle C23 M ©»^^K*,b<tt*«>r^K*b 

[2 3] JtlS C2 23 |S«©^^*fc^^©^^^ b,r ^ S ^^ 

• i&*8W"e**-WB C2 3] ««©E6m. 

[2 5] _b« [3] ««©*U3«^l/*^K*fctt*®--**»^* ii: * W « 

[2 6] _hfB [14] ~ Hi 6] <D\\rP.»KWMaim*m»*Z-l>*1M£ 

±«[i] i«©aait%^<tt*o** &ttJ:B C2] «*©«#*:7 

C2 7] ilia C2 5] C2 6] rB«©****ft«^*- fc *W»^'*'* 
C2 8] m^©mr> Fn*>*K:#bT*JHM**^«K* r5 ' 

ft T v F n ^ **bjii ft «Mff b t ic«* * £ b * » 



...-30-.. 

[29] »»tt#*ttT > F o >fy M<o&#K * *J * * 
— 8tt Si*: C2 8] ®«©:ff8u 

[so] »y:/Fn*>5Wtf*ft*MU ioBffto«;TyFn^»ic#b 

[3 i] ttr>Kny>a^7M§ F%b<tt*©Ttnir*feiiMH5 

K%,b<tt*©T«^T?**Jlia [28]~[30] ©v^fia^B*©** 

C3 2] _hl3 C2 8] fS«©if*ICJ:U»6ft*»r>Koy>»W>ftlWI 
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[33] _hiB [3 0] fls«©*i£Jc«fcy#6*i*#sasjRr>Fn^>s*#& 
[3 4] yy Kn^^jK^xi/ii^bcDW^fTK:**^*^***^*^ 

kic^-r sJtfa [32] ifett [33] »«<z>**MB*k 

[3 5] Kat^^ttfiKWR^W*^*^*^^*--*"*^^* 6 
_hf3 [3 4] fES©^!Hfl»> 

[3 6] ±« [3 2] [3 3] mmomMMm*&%k®n<D&&Tx*mm 
[3 7] _htH [3 4] mm^mmmm^n^m^^rxmmv. mmmmic 

[3 a] ±m [3 6] s^i* [3 7] mma-zmz&vmiRznzwtmTyFv 
[39] Ty\?utfym5t^<Dmmznmmm<D&&TT*mmh. m&ftrx* 

* \mnft'®.a>tfiT y k n ^ ym<D * ? u - - y 
[4 o] _tia [3 9] sa^^icj:y^^^s®mffi^^«*fe«»^ 

[4 i] T^Kn^^^^^^^tt*^^^^^^^ t 4 0] 
mm^myy Fufyw, 

[4 2] ±sa [3 a] [4 o] mmomry Fn^aifc-^r br&s, 

[4 3] ±« [3 8] [4 0] B«lCD«ET>Kn^>«r(0*S&*ft*JL» 

yy ^u^fy^m^MfDTH^^yB^'BIB^m • 
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[4 4] 7 >Kn^#«*fettr>Kny>*«*«©*^^*tt*® 

*ft.«MWH©»t®fc»^ -t* ess] [4 0] mMomry*** 
[4 5] atosMTvvnrvB^KXisTtoTyvaryftX*** 2 * 

[4 6] 2MUKD*T>Fn^*a>e>ft0 1o«SJlB C3 6] *fctt C3 7 

« JKDfftT > F a y >*©«f «* * «W 5 3 fc * * * * * 

[4 9] T> Kn^>«E#»*fet*T> Kny^aW®*^^^® 

[5 1] ±B C2 8] •JH-©»T>Fn« , >«»»*«W«' 
[52] JtfB [5 1] ^o*t»ICJ:U*<ft*»^»**«'* 2 «» Jl ®* lEr5/ 

[53] _tsa C5 i] Bii©*«jcj:y»fe**K:^*sn*2««±©»r> 

W r>Kny>*#I*fett7yFn^y*«#«o*^>M^» 

1 4 ffi!E4# 2003-305265 
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w.«wwH©M©fe«>®' Ji« [5 i] mm<D**K*» ******** 

[0 0 0 9] 

^9H9<D»|ARUU W»#2Tf**>aft*T^^W0ll (Proc Natl. Ac 
ad. Sci. USA, 85: 7211-7215, 1988) |C*VVCT* 4 6 <D b U * b . 

77 ^ D >f^ CMS T ^ ; C-W746U i: B&saf *«^*» & * ) 

8 8 2*>X»*-*#T9-VKW***±T*JmBm (rW746L(C) + T882Aj k 

^i^arh m%mm *k 9,,s 



#«ft* W *** b < ltmn 

'«* ■«* ****** mm. mm. umr^ mmrm. mm 

1 5 ffiSE#2 003-305265 
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, ,m> mm. nam* mum. *«* mm, mjo > *is> tis# 
, w, ml mm **** flB(DeK *** 

mitm *u§> *») > *** mrM * mfllJfiu * 

ffjft* # ^ ***** 



[0 0 10] 

i746L*fettW748L(0+T882AfcJHIWK:H-©r5 ;WWfcbttt, 
ii^ 8 o %j^_t, a & JC*F£ b < tttt 9 0 %«_t, b < tt» 9 5 %fiU: 

i74BL*fettW746L(C)+T882AfcJWfl»ICH-©r^^WW*«^**&* 
fcbm Hittf, .i746L*fet*W748L(C)+T8mfc*K»K:H-©T5^»«»B 



XtTy*3-xh%iSts) «m PSA 

) w>FQ/fv^x^>b (are) «HTic*safi?«)*w«nff 

0 l-l 0 o«, #*b<tt»o 

l± -e(D7tD^r^b^^t^, ******* K«6TTf©** 
Jlif^fiitf P S AJWWM^^m^*- «746L(C)+T882Ai:*K 

1 6 2003-305265 
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K* b < i*-£©r^n r»T*^x Mm*'**"* HP*™* * k«tt? 

cDjwwrai«ttfi * # p s A & n * ■ 

[0 0 11] 

*fe, *»W©WIARill/Ttt, (DW746L*fcttW746L(C)+T882A*(Dl*fc 
L*feiiW746L(C)+T882A{Cl*fe»2TO± («F*U<tt, 1~3 0«S*. ± 

^Uttl-lOliE S6lc*F*b<W:«« (1~5« ) o>T$sn 

tfitm b fe T ^ y SW^ (DW746L* fe &W746L (C) +T882A*© 1 * 2 1«± 

<\mm (i~5i) ) ©r ^ ;i^or ^»-e«lsftfeT5 

*fett®*ft&&*****feT*;WeW (fib, 7 4 6f@ (£<fctf882 
[0 0 12] 

. **#C*« «*. W746L*fc«W746L(C) + T8 

82Aftttc«>ii^*, *»w<oae*ARtt, c*m#mx* ******* <" c 
ooh)-, ^^-b(-coo-), r*K (-conh 2 ) zt,^* 

(-COOR) (E>'fiir;n v £&oT ; fcci:V^ 
--T'X*^lCfctt£R*bT«, **** **** n "^^ 

, ^yyntf;v%b<»n-^;v^^c 1 _ 6 r;^;^ ^ n 

^d^«^c 3 _ 8 ^oW^ 
, a -t7f^^c 6 . 12 7-;-^ 7**^* 
^7x-;v-c 1 _ 2 mM^<» a - t7WfM ^ a " t7 

1 7 ffi§E4# 2003-305265 
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s;*©**u©«** («*.au -oh, -sh, y^s, -^*v-;vat 

**** C 2 _ 6 T 7 -f ^® C l-6 7 S'*** *° T * #SI a * 

*»W<D»AR©JUMIfcbTtt, W746L*fel±W746L(C)+T882A^ 

o 

[0 0 13] 

fcbTtt, Mxil «»(D»AR^»5*, IE*AR OB** 

fc«*ic**'r***y3 ^mot*****©*^** 1 *- AR»fa©^i*i 

> i»ar*9 2 T?*t> ^ar^; gwwjic* vxxtty ^ ; p&#9 e .? 2 ~ 9 2 

K©y^ /m©m&. ie^arot^ Fny^t^K: 

Wi:tt5 OfcJBU:, #£b<tt^7 0%JKJi, J:»;«F*b<tt»80%«-fc, 3 
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[0014] 

*b<tt, 1-101IE a6Cff*b<BW(l'-5«)®T5;itf 
*©T5^WHOTK:i*fctt2«BUi (#*b<tt, 1~20 
ffBK. *«jff*b<ttl-10m 86K:ff*b<tt»*(l~5fl)) 

<H l~10ilE J:y*F*b<i*R«, 3&JC#*b<ttl~5«a*) 

©r^7M»©T^ym^gm$nTv>T=b e fcVA (fit, 7 4 6#a us^tf 

*»W©«^^K»C5|5**«a**/I/**S/^* (-COOH) , 
^^-h (-COO-) , T?F (-CONH 2 ) tfcttx*^* (" 

coor) ®Wfeot%iK x^.^icfiW*Rtt±«fcH«« 
J:EBbfcC*«©x;*^/l/fc£#J^&ft*. 

1 9 ffi»t 2003-305265 
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[0 0 15] 

iotWt^t^^. *»VMt; i746L*fcttl746L(C) + T882Aa>T5 
[0 0 16] 

ll/7xi/l/7tbr^^A«»' *'J7^^75Km 4- (2' ,4'-J> 

2 0 ffiSE^ 2003-305265 



002-1622Q6 



****** K*#*v*. K 
jifcbTtt, dcg, N ,r-y>fv^ne;^;^^^b% m:*/iht 

S^i^M CtiiLtJU HOBt, IIDOBt)i:fc*K:#«T^^»*W*» 
JcSfeWT « ** ^ * * ttHOBtx* ^* * VMSHOOBtX*^ 

[0 0 17] 

R«Ki«tfb^*rfc^#&^vx*»*^&aswisn^i. **** n, 
^^^©x^^m&sv^ttrtle>©^©^^^^^& ; ^ 1 ' s - **** 

l*g a mffitKiS ic^m a *i# * 2. 21 #* 6 tiT v * « ft ■* & a ft 

MJH. i#W5f*fti#Ktt#Wfi®»«*fl^ - fc * < ****** y 
r ic * y +^«fc«* **? * ^ - * * 5 • ** y 38 h X ******* 

2 1 mil# 2003-305265 
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[0 0 18] 

2/*/!/*-*, Cl-Z. Br-Z. T*^*/!/******-^ ^' j7Mn7t 

* ; ^*>>;vg^ 7;v****^Wfc **** 

^ntf;K v ******* v 

,6-by^M>^>^-^ DNP, *>3;/l,*-*5/**M Bum, Boc, Tr 
[0 0 19] 

r^K> Sfixxf^ cr;i/n-;v («*.«, ^^nn7x;-iK 2, 

2 2 miiE#2 0 0 3 - 3 0 5 2 6 5 



002-162 2 0 6 
; ^-bD7x;-^ HONB, N-tl KO * * h\ N-HFH^7^V 

>f*F, HOBt) i:CD«^;v] fcH#Bv*&n*. «Wf©T$y*©?SttfliS*i 

^ T ~y-;K *#*w-;k a°^w./-;k V**JUX&7 
£2,4-?- h n 7x-;vSti^7x ; y **3 *u h U ^ h 7 r 

[0 0 2 0] 

^SW^T^ K-»«:#6Bfl«)*«fc^t»^ ***** ******** 

2 3 ffilE# 2003-3052652 
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[0 0 2 1] 

K%b<tt*a>r^F*)b<ta:*<z>x^/u*fctt*©*J r *»*®*- 

(DM. Bodanszky M.A. Ondetti, K (Peptide Synthes 

is), Interscience Publishers, New York (1966^); 

(DSchroederfeJ:t>'Luebke, if F (The Peptide) , Academic Press, New ¥ 

ork (1965^); 

®*A»« 6*tWH««¥, 1> 205, (1977 

®*&mmm.B. mmM&nnm mm k** &jh»*« 

2 4 ffi!£# 2003-3052652 
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[0 0 2 2] 

A R & 3 - Kf 6 * U 5( jr I/** K £ b T Bu tttt b fc*#&BJ3(Z> 
»ARft3-Ki-*«aM»« (DNAtfeliRNA, *F*b<l*DNA) &HT 

, **«©«ARfc3-Kt*DNA, mRNAfORNAf»»J, -#*T? 
A4fettDN A: RNAOM^JvK-e**^ iz^Xil ( 

ftBMFfll r*fPCRfc*©JSMJ 15(7), 1997*fc««©*t6*fctt*^C» 
Ct ^a^J, ^»^AR0mRNA&git5^t^t5. 
*»«©»ARfe3-Kt*DNAi:bTtt, /fVADNA, ^MDNA 

fW*ot%J:K |WBbfc«l«l-«»*»JtotalRNA*fcttniRN 
AH^fcHMbfefeCDftfflV^TlltteReverse Transcriptase Polymerase Chain R 
eaction («T, RT-PCRttfcl*t*) Kl* oT*«*& 
**»lctt, #»BO«JIARt3-Kt«DNAtbtB, W» 

(G2237T) > *M*WW** 1 "C*fcS *l*««WOK:fiV^T«IS 
##2 23 7%t<tt2 2 3 8 ® ^ > WIS ft, _Eo&S## 2 6 4 

4©««««^r->K:«Jia*l&*«WW (G2237(2238)T+A2644G) fet*t« 
D N A, * fc BaWftfflWO i: A-f 7. b U > * * > b T** a 
■r**«K*Ffc*U **i|!©«ARfcllK»K:WK©M <*U y#>K« 
*fStt, *!JM»«fiu PSA (1trsm*ll»i«) fM^a 

HAR&3- FtsDNA-cannflft®*©^**^ 

2 5 ffiffiW 2003-3052652 
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G2237T * fc &G2237 (2238) T+A2644G fcM^'J ^XT'tSDNAilLtH 
SK#«»WW4i* 7 0 %JgA_h, ftUI^SO flfiLt, J: »J #* b 

^-rsDNA&Htfmv^^s. 

[0 0 2 3] 

If. ^^^7- • ^n-->^* (Molecular Cloning) 2nd Edition (J. Samb 
rook et al., Cold Spring Harbor Lab. Press, 1989) fc**©#lfcft 

mM , ^b<li»19~20mMT?, fiM5 0~7 0iC, #*b<tt»6 
0-6 tb'J^W^19mMtlW65^ 

0>fltetf*%&»bV\, 

*»fO«A R ft 3 - F** D NACWMWffl-i^ * fcttKD N A 41* 

tsmt^^^fK («») ft* ^n->flsbfe**vM*«jfea*ifc 

A Rta-KtfiDNA ©*«Wfll»#K:****tt b, b e> 

*AA Rlfe^RNA fcWHWlCA-f *U 4f-f « Z. fc^Tf ^ RNA ® 

fc©«2ff«ft^bT**IH©»ARa«?«>^ft«»-««^*- k ^ 
t§ „ #«I8© ARMRN A<03WR*ftfcIWK«1l»ft*y ^ ^ ^ 
fttJt*»W©»ARH3tRNA2:flJI»K:A-f^U^X'res4:« s ^**^ 

* Vtf^ Kit, ***** £fl^T?***«>** A RlfifOJWftM • «* 

2 6 ffiiE#2 003-3052652 
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jtfflWicswtt**-*-****^**"' 6 ** 211 ****** 

, ttBBiaditwr' «a*> fc<°«-e j tit. «w 

[0 0 2 4] 

fty ^i w«i^ii£«ss. yy^y^y-f ****** *-?* 

,j<J>WfKSS*«) fcHtf&tf *n&tt. 2#«tDNA. 1* 
W NA, 2#«RNA. 1*«RNA. S 6CDNA : RN AA-f^'J » KT? 

feS*©. *Y V ^<0#V»*:*«>, ***flS*ftfc*«. l«e*-tffl**5ffl** 

BMmft Witt, *******- n ***M-xx**, *x*;ur 

2 7 2003-305265 



* 
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%j:v^ lit' i**l/*S/Kj , x*9\s***i ftt* r**j fctt, 
tt* J: < > «*« i «U:©*«*#* 

[0 0 2 5] 

*am«>TZ'*±yxx**'*** RNA ^ DNA ^ ** v ' tt * 

mzntcmm (rna, dna) «H*aftfe*«©:*** kbTttW 

25btlilt3W»i!«#<»6ht69. J- Kawakami et al " 

PharmTech Japan, Vol. 8, PP.247, 1992; Vol. 8, PP.395, 1992; S. T. Cro 
oke et al. ed. , Antisense Research and Applications, CRC Press, 1993 & 

2 8 ffilE^ 2003-305265 
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**rr « * o < * y f J * > ® * *> * * U * * $WBm 41 ® M * 

-k a-/wi**o #*wr&ft*. r^ufcfcaau &i&<03' «fc£vM*5 

[0 0 2 6] 

CcDNA, |MBUfc«Wl-Wlft*©oDNA^^U-, *J*DNA<DVJ 

US • iiJ:ymRNAWft«IH,fe%©*ffl^Tt«Re«rse Transcriptase 
Polymerase Chain Reaction (#T, R T-P C Rttfc l»tS) CAoTWT 

2 9 mi£#2 003-305265 



002-162206 
1 ) G2237T ft fc &G2237 (2238) T+A2644G Of^tiRin 

dna, (2) m**mmem*.n4xhvv*J*y + ***TT:n>(7 

ft *t**»ARft3-Fi'*DNA©»4MMIWWft*'r*DNA<fci;«««V^ 
G2237T * fe t*G2237 (2238) T+A2644G fcA>f^^^*«DNA^btlfc 

^•r«&DNA3ife^3^MV^*lS- 
[0 0 2 7] 

*^i©^AR*fel«®^^K («T, 
AR«St5«^»6) ^^:3-mDNA«)^^>^^ 

^^AR0^5^1iM^&3-Kt5DNA^%U»^DN 
A&mv^T«llbfe%(Dt(Z)/^^^y^^-^^>^ ci ^ T ^ SlJ ^^ rt ^ 

(Molecular Cloning) 2nd Edition (J. Sambrook et al., Cold Spring Harbor 
Lab. Press, 1989) T* 

[0 0 2 8] 

DNA0SiS^J©fi^ 4fc*«>**K Muta„™-su P er Express 

Km tmmm (*) ) * Mutan™-K OK) ) *ftBVVC, ODA-LA PCR^G 

apped duplex^Kunkel^©©^^^^^^^^^^^^^^^^ 

3 0 ffiSE# 2 0 0 3 - 3 0 5 2 6 5 2, 



# 
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IDNA1«05' 5(«fl|C«KH»3K>J:U©ATGt#U *fc 
3' *«HCH:«WlJhaK>fcbTa)TAA, TGA*f^TAG^lT^ 

Ft*DNAfr6i«l:teDNAiffM»J-fiU (n) IDNA^&IS 
[0 0 2 9] 

^jt^Utt,*ilft*^W?K(* PBR3 2 2, PBR3 2 
5, pUC 1 2 , pUCIS) v tt»lft*©^F(* pUBHO, 
pTP5,pC194)!f»tfl*^M* p S H 1 9 , P SH15) 

, ^an^-f^ftiiOi^^^ 4 ^ pAl-lU PXT1, P 
rc/CMV, pRc/RSV, P cDNAI/Neoft^6ft6. 

SfcbTBV^lMrWU SR«^-^< SV40^D^-, LTR^ 

n ^_#-, cmv^d^-^, HSV-TK^n^at-*^»Hr&*i* 

p*-*-, recA^-^ ^P L ^D^-^-, lPP^~ 
«-fe#****M*"*****W^ SP01^Q=e-f- SP02^ 
n penP^-*-^ PH05:/ 

U =e-*-, PGK^D^-^-. GAP^n^-^, ADH^^J-ft 

3 l ffiH# 2003-305265 
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[0 0 3 0] 

W k ^jAffl^t^ wrr-*-. qv4owwy^ car, s 

V4 0 o r i fc«*r*«Hr#**> <fe^ft«OTV^%CDft«V>ftSil««T? 

tSo *fcKO«*7fi** («T, dhf r 

UVbm-b (MTX) Wtt) > 
CHO (dhf r") **ftBWCdhf r3t«*ft3WR^-*-^^ 

MFa • J/mm SUC 2 • J/WWIft^ 
[0 0 3 1] 

li/xnrWCWWkbttt, X^xUtlT-HU (Escherichia col i 
) K12-DH1 (^DJ/-^^ • *^ ■ * ' t!/st^ • T*f ^ - • * 
^.fWW^-^-f-a-XW- (Proc. Natl. Acad. Sci. US 
A) , 6 0i, 1 6 0 (1 9 6 8)) , JM10 3 C* ****** T**X • 'J 
■fr- (Nucleic Acids Research) , 9», 309(1981)], JA221 

3 2 mfE# 2003-305265 
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logy) ) , 1 2 0* 5 1 7(1 9 7 8)), HB 1 0 1 [j;*-*-* • • * 
^^-.rf-f*!!*-. 4 1*. 4 5 9 (1 9 6 9)) , C 6 0 0 C*x*^ 
(Genetics) , 3 9i, 4 4 0 (1 9 54)) ft*#*V>&*tft. 
^WMtbttt, «*.*, **** • X^** (Bacillus subtilis 
) MI 114 2 4i, 2 5 5 (1 9 8 3)) , 2 0 7 - 2 1 

jl/.^-VU^^^bU- (Journal of Biochemistry) , 9 5f, 87(1 

9 8 4)) fc£#JBV\&*\.5. 
**fcLTtt, «*tf, t^nT^ftX *l/bfS/X (Saccharomyces cere 

visiae) AH2 2, AH 2 2 R~~, NA87-11A, DKD-5D, 2 0B- 
1 2, >>yt^n7-ft^ (Schizosaccharomyces pombe) NCYC 

19 IS. NCYC2 0 3 6, t?*T *X b U X (Pichia pastoris) fciftf 

[0 0 3 2] 

ftttffiftft (Spodoptera frugiperda cell ; S f Utt) >. Trichoplusia ni<D* 
iW MGim Trichoplusia .1©#**©HI* Fi~ TM *iL M— tr. 
brassicaefi5fc0M£fcteEstigmena ■cre.ft*©Mtt^#«V*&ft*- 9 
^^BmNPV®m «|il#l!Mfc*ft (BoMbyx mori N; BmNlB) 
ft^«V^6*l*- ISf«Ult S £ 9tfJtt (ATCC CRL1711) 

, Sf21ii CSUl, Vaughn, J.L.6, U» Vivo) ,13, 213-21 

7,(1977)) fc£#MV>e>ft*. 

(Nature) , 315i, 5 9 2(1 9 8 5)). 
■MMWfcl/Ttt, ^MCOS-7, Vero, 

^-MCHO («T, CHOW****) , dhfrie?^W-- 
XAA^-IBCHO («T, CHO (dhf r") M^ftflB) , ^**L 
mm , TWtT-20, 7^Un-7ifc ^hOH3, tlbFLM 

[0 0 3 3] 

3 3 ffi§E#2 003-305265 
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Proc. Natl. Acad. Sci. USA), 6 9*. 2 1 1 0 (1 9 7 2)**-> (Gen 
e) , 17t, 1 0 7 (1 9 8 2)«iiJCB«(0*«K:«oTffft^ 

o 

;V • ^x*-r-f y (Molecular & General Genetics) , 1 6 8#, 1 1 1 ( 

1 9 7 9 ) ft Eizmmn^m^-orfite e> c: £ t* s „ 

Mill ^yVX-^-x>f^n^ (Meth 
ods in Enzymology) , 19 41, 182- 1 8 7 (1 9 9 1), zfU^-Vy 
>fX • 7*« - ' *^ * ^ X • " 

:x-X*X- (Proc. Natl. Acad. Sci. USA), 75t, 1 9 2 9 (1 9 7 8 

g$»ifc»M^Siit5Pt Witt*, AM*Vir*/0^- (Bi 
o/Technology) ,6, 47-55(1988) & ^KHH««)*«K:*o T«* 3 S fc#T?M 

a 

n-M 2 6 3 - 2 6 7 (1 9 9 5) QWttfclMf) , ^ -f OP S?- (Viwlogj 
), 5 2i, 4 5 6(1 9 7 3)KlWIR©*«K:ttoTffft'5ifc« ? T?**- 

, Mk.I1 f^b'JX Wtt*». S/3*fc£, MWfcbT 

tt, T U*-, 

3 4 mSE# 2003-3052652 
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[0 0 3 4] 

;^mM9f« C*9- (Miller) , • ' X***U * ^ 

. • ' i***^-f (Journal of Experiments in Molecu 

lar Genetics) , 4 3 1 -4 3 3, Cold Spring Harbor Laboratory, New York 

1972] sric«IK:j:»j5ra«e-4r-ftJWJ:<«^**fc» 

T i^Xi/x'JbrIi©i^ J«tt»**&15~4 3T3T?»3~24# 

(Burkholder) */M&ifi CBostian, R. L. 9* ' * 

. if • *-*h*-* • T** 8 * W^f^ 
X- (Proc. Natl. Acad. Sci. USA) , 7 7i, 4 5 0 5 ( 1 9 8 0 )) * 0 . 
5%Af^;«ft*tt*SD«« CBitter, G. A. &, ^nJ/-^^'* 
^ • if • *-J/h*-/I/ ' T*«- • #^ * • * ^ • a-x* 

X- (Proc. Natl. Acad. Sci. USA) , 81i, 5 3 3 0 (1 9 84) ) # 
MfbtlZ. «*fflpHtt»5-8ICi8t*(Dtfff*b^ 2 0 

°C~3 5°CT*^2 4~7 2BWff&V^ MICjSBTaA*******-*- 
[0 0 3 5] 

m^B&mm^r^m&x^^mm^^m^^ mmthx*. cr 

ace' . "insect Medium (Grace, T.C.C.,** (Nature) ,195,788(1962)) 

C#IMfcUfel 0%^>>J&^^»^^^^^ : fe®^^^ mV ^^ So * 
^pHI^B. 2-6. 4|C«M-*©#ff*bV^ «aH»a»»2 7T3T?» 

~2 0%©»JH^Jt«ft*tfMEM«« CiM X>X (Science) , 1 2 2«, 

3 5 2003-305265 



m 
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5 0 1 (1 9 5 2)], DMEMfttt^nn*;- (Virology), 8*. 396 
(1 9 5 9)] , RPMI 1 64 0** T* U*> ■ 

^**-ryM-fa> (The Journal of the American Medical Associ 
ation)19 9^, 5 1 9 (1 9 6 7)], 199^(^^^'^' 
4f . y^x^f • 7* - ' if • MtD^^ • *^ (Proceeding of 
the Society for the Biological Medicine) , 7 3*. 1 (1 9 5 0)] fcjftf 
«V^6*l«. pHttfi6-8U**©tfff*b^. **tt»*»3 0T5~4 01D 

[0 0 3 6] 

3 6 ttiSE^ 2003-305265 
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[0 0 3 7] 

ftft^icttafi^o^***^*^* 15 ***^ 119 ' ******* 

s/ # - if & af # ffl ^ & *» * - 

iz >f a if ic * y jfc i* £ z £ & ^ * • 

[0 0 3 8] 

# y * n - ^Mfitffc * ^ * o — *-/i/3M*© &oT=fc<fcv^„ 

a*©*#* fei»«ife*© Wft^*^ -cwfrr * - * * • 

[0 0 3 9] 

BO* (W746LCC)) fcH-*b<tt*K»K:H-©^^^W aw,i: ** ,r ** a 

ww**2**bs*t*7* 

3 7 ffi|E#2 003-305265 
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T882A) z m- % b < w-ori; ftMrr**a**fet** 

©**««b*V^*0?**. *»«©a&Kiai©«^ T882AfcH-%b< 
i748L(C)fcH-*b<l«*»K:W-©r^^M3Wft«i-«KaK* 

[0 0 4 0] 

bt%j ;K ^«®s2~6 5§i#iciis > ro, tf2~ioiaaKff«sto*i*. 

^^^n-^«t#*&«*«>fNHK:|RbTtt, ******* . 

* * a *fc © b fc*«M©«tt % « i * c * y eat e> r a 

>f^*- (Nature). 2 5 6i, 4 9 51 (1 9 7 5^)] IC«^*J6**Z 

^ts, w^fiJWWfcbTtt, ^yifvy^a-* (peg) * 

♦WMWKfcbTtt, NS-1, P3U1, SP2/0ft^*»f6 

F3UijW*b<«v*&*i*. Bv*&ft*tMM£*» (1MMMW 

3 8 ffiflEW 2003-3052652 
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Rfc^MWBWRk©**^^**** 1 : 1~2 0 : lttft'J, PEG («F 
*b<tt, PEG 1 0 0 0-PEG6 0 0 0) #1 0-8 0%8«O«n?»» 
3*1, »2 0-4 0X5, |ftb<»»3 0~3 71C^l~10W^ 
-h-r«ri:K:J:»;S6ap8J:<llllMft"& ! fe3tt»'^**- ' 
[0 0 4 1] 

*v%. 1-201 ^b<ttio~20%©WM^tfRP M 

i i64om i-io ro^^B^jfii^&^G' 1 T ^ (mxmmxm ( 
*o ) *fet»A-f F-^wraaataw* cs fm- ioi, h*§sis (*■ 

) ) fc£&«V**Zfc#T!S*. *tt*KI*. 51^2 0-4 0X3, #*b<l» 
[0 0 4 2] 

(b) *e^^n^-^#©*tW • 

3 g 2003-305265 
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m m^mm. (* deae) k ******* ****** * 

[0 0 4 3] 

*- ***** u yM^^t5?Stti^T;«f^Mv^^s. 
fife *JWWi:4i*ca«^*- «#Ki»bT«#K*tB«rW«)*fe«>* ^ 

7 nob7^ h^^7a>f>hr^^ h *«*bT%> *vv. a 

4 0 mSE4t 2003-3052652 
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So 

[0 0 4 4] 

iiiijMici-yw*^^©^*^/* 6 "^ (2) **** 

y-^>*#lfc (4) *aifla>WAR«>*tM«tt***fc***^^ 
ft#«W»<I)«»J:tf/*fett««B^ (5) *»W©»ARfcU*f>Kfc 

(7) *WB©«ARCWfe*, (8) *»fl©K#**«t6» O) 
7 >ft>XDNA^WgE do) DNA«i«ND#»**K:«v* 

r > * =r - * b fc#*** © * • ««* *£*bT*^ 

*«flO«*AR, **«(OWARt3-Kt*DNA («T, *»*©D 
[0 0 4 5] 

(1) ^^©^MAR©3Si!l^^cJ:»J^$ti#S^^RS^*^/* fe 
**«0»ARtt, ***** K<fcb<tt*©T*n^ *«V^ttafeK17 

4 1 2003-305265 
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* a-** (D^m<D^mA r * few:®***© d n a fc***iw»»K:»»b-t 

x'J*^ v^n^t;»^UiP^ 

[0 0 4 6] 

4 2 mffi^P 2003-305265 
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*•<•««. a»«©*tt*nbTtt. 

y*Afe£) fc£#ffiv*&*i, MS****!** T;vn-;u <«u x 

-/!/> , #>f*>ftlHf»tt» *ijy^-b8 0™, HCO-5 0) 

[0 0 4 7] 

*fe, _t«*i* ■ w (i^^ y>miiE mi 

«*tf, lib. 9»K 

»Pt#©i^' HR»ic**.tf, (eokghbT) 

lC*3V>Ti*, -HCo«»0.1mg-100fflg, «F*b<tt»l. 0-50 
mg, *y#*b<a:»l. 0-20mgW. MaWC******** 

, **» (6 0kg£bT) KHSV^Ttt, 

-H»CO*»0. 0 1~3 0mg@E »*b<tt»0". l~20mggfl£, <fc 

y #* b < tt» o . i~iomgiSS »ft&# c j: y * © tfffiMr t? & 
iMttfcstf. ftp«#o*^ -*BC#i*.tf, «** (eokgiibx) c 

4 3 mfE# 2003-305265 
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fcvvttt, -HC^O.lmg-lOOmg, #* b < tt* 1 . 0~50m 
g> J:y»*U<tt»l. 0-2 0mgW. #|P«SliC**t*m * 
©\h««1»**«u **** ft** «W8ftiJlciot%ftft*^ ■ 

ttl«l©»Tf (6 0kgilbT) KfeWttt, - 
HICO^^JO. 0 1~3 0mgiE »*b<tt»0. l~20mgm * U 

# * u < o . i~iomg» c * y aw * «> & * 

[0 0 4 8] 

(2) i&te^mm 

lib, 7«yK ^ 

**BO»AR*3-Ft*DNA*fctt,nLRNA (ftt>. iE*AR3t»* 
fdimRNAODMS) fcfcffiiNB Z «05t^i^ 
T>Fn^>m («: ***** F> Kft) C*^«««ttft«»^fe 

^«j^f-i/3^PCR-SSCPS (^^^. (Genomics) , ^5" 

8 74-8 7 91 (1 9 8 9*) , ^n*-**** 
^ . _ . ^ . • • n-XXX- (Proceedings of 

the National Academy of Sciences of the United States of America) , ft 
8 6#, 2 7 6 6-2 7 7 0S (1 9 8 9*) ) ft ifC* « **** ~ 

So 

[0 0 4 9] 

( 3 ) A R «fc * ,J -=Ly?*m 

*«i©DNAtt, yn-^bTMv^^KiJ:^ *»iO»AR©» 

, \lW. 7*. *a. ^>0)Jfii^> <DWft©WK <M 

**6«0fe««*»b<a:«ft, *fctt (iD ************* 

4 4 mSE^ 2003-305265 



002-162206 
[0 0 5 0] 

« en** »*k ^ 

**v*hh«©»h* ^low*****'*** »«»^*»* 

fffeftfclllct*ft**»»®» AR<&mRNAB ' **® 

(ii) ^i(D!MAR5:Mt^I«#^J«^^AR^ib 

^r*nS*»18©AR©mRNA*H»i:bt«I, 
[0 0 5 1] 

^Iffl^ARCWWSfSft^^^J--^ 11 
(i) iESARS>SVM«^^MAR^^^^m^^i-«>^ t ^ , « ?Li& 

tt'*»b6»Mtt) %>b<tt-J»W« (3O^b3 0t, #*b<t*l 
»H«ft»b2B*. i^*Kttll»^24W , *fctt«l 

H***xb2 4*W«) . »«HC**n**»*©»AR©mRNA**3fe* 

(ii) »ja«*4fett*ai«WAR***t**A**t«i»«ifi** 

ftv ^7B«, ff*L<ttlH*ftVM8Ht, i«jff*Ktt2H*^b8 

4 5 mSE^F 2003-305265 
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[0 0 5 2] 

^t^tH *>^*> ***** 

[0 0 5 3] 

ff*& *K 9»K ^ * 3 * 

4 6 miiE#2 0 03-305265 
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ic mnnw** *** (60kgilU 

r) cswttt, -Hico«»o;i-ioomg, »*b<tt»i. o~5o 

-HK!O«»0. 0 1-3 0mgm ^*b<l»0. l-2 0mgiE <fc 

y*F*b<tt»o. 1-1 0ig«Kt»iffiKK:*9K*t*(i>#m« 
«*>»«*>•*%. 80kiSfeUi:iWlbfeIW*t«i:#««. 

[0 0 5 4] 
[0 0 5 5] 

^f7'J>i^^^>^®^^ m J/a * ******** 

4 7 ffifEff 2003-305265 
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ftlfffl*©*^^^^^©^**' **** II****®* ****** 
, #>f*>tt#MB«tt» («. #yvM-h8Q™, hco-5 0) 

[0 0 5 6] 

±e*w ««f» y 

^y . «WIHK» atfb«>tf/i/3-*A* 

KbJiiWT/b^^v. *ijx^l/>yua-^as^ 

7.k -9**, ^ * 3 > +»*zr 
«fls^«*few:*©*©ia«tt^ a^awu *f^§»> ft*. a##&*£ 

ttP«#©»** hr»k:«*.hu (eokgiib 

T) ICS^Ttt, -BCt)*»0.1-100mg, *F*b<tt*U. 0~50 
mg> j:»j#*b<tt*l. 0~20mgT?fc*. *ftP«C»*t*1Htt, 
*CD 1 H««»a*#«^ «««*^»CJ:oT%J*fc*# 
, tt»»<0*T?tt»**A^ (6 0kgi:bT) ICfcWCtt, 

-HICO#»0. 01-30ag«E ^*b<li^JO. l~20mgil, * 

UJKb <«»<>. i-io m giK*t#a»K:* y «#t*ffl««ff»#TJ» 

4 8 ffiSE# 2003-3052652 
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[0 0 5 7] 

&w<D&mAR£<Dffi&& i it&fc2^ ^^K, «B3* # 
u - — > y -r £ - i: n s o 

It, PSA**»IWMStt*£> 

U3(f>F4:*»l|!©»ARfc©IS^jEi«:Wr«ft^ **VM* (-) y# 
**W©^^U--^^«K:fev^-Ctt, (i) (10 a>**K2Hf** m 

[0 0 5 8] 

o>*m u y f ft. . *»*«>x* a r iciftjua fc. «* u & y *f > 

Kfij:tft«ft^*fe**W©J»ARK:iMia*fc»^^*^*' 
#>K©«»ARK:»*S»«ft»fcU MtS^ fcMMti:**y #2> 
F^^^ARt^Mtt^fb^tSft^fe^®^^^'^- 

4 9 mtE# 2003-3052652 
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^MSiirfc^i:. «*bfcy#>F**tf* 
Sffttftftft*) «bfeU*> 

iot^b^ARCiiStfci^, «bfcy#> ******* 

i^OTNA^it^iiift^its^aot^bf^ 
(WH8(DWARi«ttfl;t*ft«i r>>n!rv*ftttw** 

ttricfcttS, i/*^4r-ft^bfe««»W««tt («^ IMWOTMBtt* PSA 
SAR^^mStSM*fc^©fi(D^'J-->^^« 

[0 0 5 9] 
[0 0 6 0] 

5 0 ffi!£# 2003-305265 
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CM*********** (nuclear Phoresis virus; NPV) ©jKU^ 

FU >yn*-#-. sv4 0ft*©^n«e-*-. vhn^^om- 

*« CNambi, P. fe, 1f.^-t/b-^-^*n^ 
(J. Biol. Chem.) , 267^, 19555- 19559^,1992^3 CW*© 

V>U |£^||AR£ir£t-3«£J ; BV^ : kJ:VN 0 
[0 0 6 1] 

***** fiK^^T^t h\ WJ>^t-@^bt%J:V^ 
M«<0XA A R **** S M * b T K** A R b * 

vo#, iiisii^t^ i» ****** 

■3 IC & £ o 

[0 0 6 2] • 
i^VKfc^^AR^^mSiiSft^^^^-^^ 

5 1 ffi«£4$ 2003-305265 



^2 002-162206 

«*bfcy*f>Ki:bTtt, WbfcUtfvK (TvKnTO , **bfcy 

7T-iCtt, PH4-10 (I*b<ttpH6-8) ©'J>i^7r-, hU 

T?*ntf*vwe*J:v*. *fe, chaps 
6 4 (x^KW*m») . ^^*^>ft^©^n^r-*«««*»i»** 

££*>*e£S» 0.0 In 1-1 Oml0|^^^-», (5 °_° 

0cpm~5 0 0 0 0 0 cpm) ©^bfeU^fVK^U H#K1 1 0 4 
M~iO- 1O M0^i^#St5. (N SB) fc*!* 

^p,50^ a*b<tt*4TD^6 3 7T3Tf, » 2 0#»& 2 4 *|M, M£ b 

y77-»bfet, *f 9 * ttfetttt Ki)8»t* JMWStt ZMft^yri'-i' 

*>MB 0 ) < NSB) *3lv^#*>b (B 0 -NSB 

5 2 maE# 2003-305265 



# 
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) fclOOtfilUfcW, (B-NSB) #, «*tf, 5 0%fimc 

[0 0 6 3] 

-jMW-f bbfc«, W^******** 3 ^ ^§vm«&» 

. (**.HU PS A* if) ***** 

»^^tlt .^F, ***** * 

j*fc*4* ***»*. ****ffiffi***#«^e> 

[0 0 6 4] 

?>j-i>Wvbtt, *»ifi(D»AR*fett*»»©«*ARmt* 
|« a«ARtJMIb#ft*AWt6iWli«) ft*****©**"* 

5 3 ffittM* 2003-305265 



► 



(fj^, 002-162206 
Hanks' Balanced Salt Solution (^SttiD 0.0 5%»9J/A*^ 

(D^ARfffi 5 
**«©«ARft*Wia*fcCHO«l«lft, 12^^MC5X10 fli 

/*T!«ftU 37-C. 50/ oC O 2 . 95*.irt2HHWIUft«. 

ftsi^cssst. -2o , cT;«*ts. 

[0 0 6 5] 
2. iMSS 

®i 2ft«««*a^i'-HCTS«ife*8*«>a«AR*acHoi 

© 1 0 ~ 3 - 1 0 " 1 0 M©l»ffc*«M** 5 * 1 ****** ** y * ^ K * 

y^K*0.2N NaOH-l%SDSTf**U 4ml*»f^ 

U Percent Maximum Binding (PMB) ft*©* CR H 
[0 0 6 6] 

1] 

5 4 ffiH4t 2003-305265 



002-162206 

PMB= C (B-NSB) / (Bq-NSB) ] X100 
PMB : Percent Maximum Binding 

b : m#*taX-t-ft<o& 

N S B : Non-specific Binding (#»»»»6£*> 
B 0 : 

m***»*««-e»«. AttWictt. M> #»W)ARWtT«M«W. 

ffi <«*.«. M&mmts^ psA<tt»n ** 

, F (r >Fn^) fc*tfT=r^b 

5 5 IHiE«2 003-305265 
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i ^ iC bt, at* ***** x'J**** M1S 

t - *, k rt-H-^ 1**1/9 "7# f2/- * =1 '» if/l/fri?) 

*fc^*fcl«<D*©«**** ***** **** ft*fc «W«<fciJ 
CJ: ftP«*©^ *** (60kgtu 

T) KlSWCHU -HCoi»0.1-100»l, **b<tt*l. 0-50 
mg, J:»Jff*b<tt*l. WlPttCW*^ 

*<Dinm#*tt«**** **w», ft*. *««**c*ot****# 

, ffiWBfiD»-et»a«*ittf, (eokgtbt) cfc^Tt*, 

y * b < tt» o . l-io m g 9«*t*©«Wf» 

[0 0 6 9] 

(6) «©^ARi:^>K^^ft^ft^ 5M (73-* b 
>K (7>Kn*30 fe^T^b **«Fft*©-« 

Ms****. MUciscTWctiiibfctea, ***** X,J ^ . 

**! v^n^ir^^^iP^, **v*tt*%>b< 

b#«* * * fc»M««* ^ ©Sit****** 

5 6 ffi!E#2 003-305265 



# 
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[0 0 7 0] 

a-***-** y/i,*****©!:**** 

^ { c«(Z)j:e)^^ffi^^^^^^^^^ 5 - ft*©**®***** 1 * 

«*« * fc t*«a as* s as za>mxa>mmfmizfa ^ts^t 

, #M*>ttJra«tt» CM. #yv/i"<-b8 0™, hco-so) 

[0 0 7 1] 

*fe, ±iff*i» m 

fcK **** ^ * a * ^ */l/**> 

5 7 ffif£# 2003-305265 



# 
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ic*f b t«#t & ^ £ * o 

ftna*©*KK *** ceokgiib 

T ) C^m-HCO*»0.1-100 ffl g, **b<tt*l- 0-5 0 

, MoftlilfMxii «5B# (6 0kg£bT) Cfiwci*, 

-BICo**0. 0 1~3 0mglE #*b<tt»0. l-20mggE J: 
y#*b<t*»0.'l~10xng «gfc»Kttlf £ * 0 & 

*. ««>*•*>•*** e o kga^j^bfei^w^^^. 

[0 0 7 2] 

(7) *ii©fIAR0!lI 
**«<Z>*t*UU A R & £ * * ®^ 

[0 0 7 3] 

%<Dft*WC%J:<, *W»F(.b') 2 , Fab', ^Fab 

5 8 ffiSE^ 2003-305265 
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c 125 n, c 131 n* ( 3 hk c 14 c) *^MVAfen*. 

[0 0 7 4] 

J: V*. SfcfcbTtt. Trfn-*, r^h7X i^U-Xft 

* (2^) *mimfr±<D&mm<Dm&*mfeirzz.£K*>mik 

^>^©B^T*2ffi^±OtiL#cDM^S:Mv>T : bj;VN 0 

5 9 ffi§E# 2003-305265 



* 
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[0 0 7 5] 

©*..3RBEJK©Wl»KfcCF) fc«tfltfc«f*bfc*«W (B) fc**»b ( 
B/F4») > B, FVvf**©«Wtt*«feU aft**©******"*"* 

JK W«*<D«MS«# ^ * * * Jc * ***** <Z> WWfctt 

[0 0 7 6] 

6 0 ffifiE^ 2003-305265 



i Qp oo2 ~ i62206 ^ 

M 6I r*»fea«**j (^ 2 iK) . CM4HR. W*5 7#*MJ> > 

x . ^ ^ . x^b^y^- (Methods in ENZYMOLOGY) j Vol. 70(Immunochem 
ical Techniques(Part A)). H« Vol. 73 (Immunochemical Techniques (Part B 
)), R* Vol. 74(Immunochemical Techniques (Part Q), R* Vol. 84(Immu 
nochemical Techniques (Part DtSelected Immunoassays)), RS Vol. 92(Immu 
nochemical Techniques (Part E'-Monoclonal Antibodies and General Immunoass 
ay Methods)), R* Vol. 121 (Immunochemical Techniques (Part IcHybridoma T 
echnology and Monoclonal Antibodies)) (£Ui, 7*?^^^^)* 

AR^SWffits^^tsr^tts. Sfc, *»* C » AR 

[0 0 7 7] 

(8) *»W©tt*Mfc**^*B5* 

T, «WAR©*JMmW«**fc*H**^ *AtfT>Kn^*«# 

6 1 ffilEW 2003-305265 
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****** ***** a**-!**' 

^ot^ft*^ **** *A©«ft*«>««-^»® fc » K: * WB ' r ** 

*Ctt, *««0)ttlMfcin*i:bT, If0.01~20mg/kgMiI 
#*b<tt0.1~10mg/kg*m«* $&iC^*b<»0.1~5m g 
/ klM gKt 1H1-6WK. ff*b<ttlHl-8Btttiittlf ■ 

KM. ***** (V7b^^i^) , fntrm KM. WW** 
[0 0 7 8] 

^mnttM^ani^ *ts*»u Aft*** aw****® 

6 2 »20 03-305265 
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h 8 0, HCO-50 ( P olyo*yethylene (5 Omol) adduct of hydrogenat 
ed castor oil) ) *£fcttffibT% *V*. ttttKtfcbTtt, Hvtt, 

tuu exi **u &*f#J (r^^) . * 

0fflgl f *>ft<Z>*V*-C »10~250mg © ±«**#«f « tlT V>5 Z * # 

[0 0 7 9] 

(9) yy?-iz.y?>DN A%:^^ir&&.M 

6 3 2003-305265 



ft 
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[0 0 8 0] 
(10) D N A|£#M> 

(2) ^bbiaw^^ti^* 5 ^ (i)SB*©i&^> 

(3) ^ti*^^*^»hTf»6* (2) J: 

(4) *a«©«*ttDNAS«u *»*Mcs*vt**L6 ****** 

@ffitt5DNAI:ifn^K^^tl}t53^tS 0 IDN 
A»*ttCJ:y, ttftflU IM^^c^^aii©^ 
«ftDNAtfi»U MB*** S&C, 

»J#«fl(0DNA«»»«l^lfit6ifctt , et*. 

6 4 ffiSE#2 0 0 3 - 3 0 5 2 6 5 2 




002-162206 

t^^^ M^^bT, C5 7 

BL/em DBA2-*«ft^ 35**fcbT, BBCSF^H, BD Fl 
*ff, B6D2F i m BALB/c*«. ICR****) *fc»**l* ( 
Wistar, SD*Z) *£tfi*W- 

mamm**^**^ ****** ri ^*» 

[0 0 8 1] 

if) fl^DNAWaait^^n'e-*-©^ ***® KbDN 

[0 0 8 2] 

«W©AR©*****-*bTtt, *Mft*«^XU% ***** 

±IS©DNA^MH5^^e»^n^-^-^bT^ <X>*-f** ( 

6 5 ffiSE$#2 003-3052652 
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®&mm%m® osk -f*. *=»* ma**-. 9 

AflJMfeH^ W*i/^*-*nS/>**--* (-«i:Ti.2«aw) 

, f b «J 9 A* 0 9 ATf ; ^ > 3 iJ VlftWI (Na, K-ATPa s e) , 

*—*l»M>f MHC^7^II® (H-2L) , H-r a a, U 

- y% KWt*>*-*MS»** (TPO) , 

^K«E*H-?1« (EF— lot) - PT^fX a^W^U>»H> 

^^>>>@^i^3J:t>'2> ?xyya«#>^^ *n*n*U2/, Thy- 
1, ftft^n^y*, H*TO» (VNP) , JWt7 5n>f FP3VJK-*vh 

H? i, (e f — 1 06 ) <z>^n*-*-, *bSJ:tf-tfb»0r**>:/n*: 

[0 0 8 3] 

6 6 ffilE# 2003-305265 



» 
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[0 0 8 4] 

*»W©^3W£D NASW#^ *WIC J: U **ttD NA% 
B, w©DNAi»»*tti:J:otfl«t^fc#T!«. «MMB**»k: 

T Kl**W©^*ttD N A ft***. iADN A fc«WS6fc*a>W#c#o**e 

^dna e> ic^m»^i-s - fc^-e**- 

[0 0 8 5] 

< & *it « y , i*F&<[$©iEm d n a ©»« mrr * " * * » **» lc 

IE* A R <0»tB*«H!feffl**S fcfcsrfctffcy, * il bT^U 

6 7 ffiSEW 2003-305265 
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ifbv^»awa©w». a feci*, m^stcj:s^^m©w^feJ:^^ic 

MW*£i:#Tff*i:fc*. *»fl<DDNAiftH*fctt**fl©** 

tfeDNA»*^^*-«:fflVxT, *»*0!)AR^ir*«*ODNA»itt* 

6 8 ffi«l 2003-305265 
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[0 0 8 6] 

> K n ^y*©«TT?^bT«^«»&^fc^W** a " 11 '' **** 
[0 0 8 7] 

iHHmonttiibttt. m*<D«r> Kn^ac*^****?*** 

n*y»©#*TTMi*b#*v. <**b#*) r ^ar^ 

[0 0 8 8] 

MOKfciBiLTfl<ft^Ciil^«*. JWfcbTtt, **5~2 0%<Z>]fe 

MM^^MEMfi [*>fX>:* (Science) , 12 21, 501(195 
2)3. DMBMJWt^nBt;- (Virology), 8*. 3 9 6 (1 9 5 9)3 
, RPMI 1 64 0** t*J*-+&'*7-#-r*»*>'**4*»' 
ryj/i-fa> (The Journal of the American Medical Association) 1 9 
9«. 5 1 9 (1 9 6 7)3, 199W^nJ/-^'^'*-V^ 
~ ^ . -7*- . ^ . ^a-ns;** • (Proceeding of the Society 

for the Biological Medicine) , 7 3i, 1 (1 9 5 0)3 *Z#KV*6*«. 

6 9 mt£# 2003-305265 



# 
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»o. oooi-ioo*M(D«r>W>*«*tf. ^ 

0 0 0, 0 0 0«B/mUWJ:5^ ^9x^U->«©««i 

RNAtflU 4MJI©i£f AR c DN ABW*afi^»^*y 

^*fKfcWT-fcbTRT-PCR«ft)8^AR<DcDNAt«i- 

[0 0 8 9] 

Kn^>a©MlCJ:otW«»T?»^ ***** Kft ^ 

* s V & * v * & »* ttwa## 2 a *i * r * ; rain * © r * ; a 
8 2<d*v*-vic»#*«i»** (ff*t<ttT?-^**an5) . rti 

[0 0 9 0] 

bfc^oT, ***nau »ar*wu io»fto«r>Kny 

7 o ffiSE4f 2 003-305265 



♦ 
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& UbtRSW^^^^^^ 5;:i: ^ ti:t ^ **** 
[0 0 9 1] 

s**«***«>«* * * ' * k * y M.tcitofei* ^tms. ar 

(D«»»ftffcbttt, r>Pn^**xW>b (ARE) 

mm^ti^mm^%mmmm<D^mmmmmx^n^ 

AR^T^htK^^^^ «FSAtt**PSA 
feSVNii, #&tlfcMWCARE(DWflCfeS^-^-Sef^3- 

[0 0 9 2] 

± «<DJ:^ICUr#6*i*WIARJWl«WJW»*- 
»»«©#«TtfiU ^AR^t5^'^I^j:y, ®E# 

7 1 2003-305265 
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o t*WHtft8ftafifO»!ltWft« - * lc * y - * tJ • 
Mr«£fc#T!*«. JS^bft*****:^*** ±3i«>J:3*PSA3t«* 

[0 0 9 3] 
[0 0 9 4] 

*^<3D^AR^^m^#m^ic^vNT^^r>Fn^>^i ( 

<z>#* *tt*»K:«* s^fe****** * ^ UJWHMfe© 

[0 0 9 5] 

ft®?R& • ***tt7> Ka^>*t*iE*fii:«*AR© 

7 2 m«E« 2003-3052652 
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r^Kny^mbTai**^^ «*tt*fc # * b < » 

£ i± § CD IC^JB T? & & o 
[0 0 9 6] 

y*5//i/*, ^^n*^^' MM*** MR********"* 5 "" 
*K ?»K 

T) ICfcVNTte, -0Cot»O.l-lOOmg, #*b<tt»l. 0-50 
mg. ■ *»J»*b<tt»l. 0~20mgm #ftP»Ca*t*t*tt, 

-BKlo3»0. 01~3 0mgSE *F*b<tt»0. l-20mgiE J: 
•jff*b<tt»0. 1~1 OmgfiftWIIRttWKlAy*^*©^*^* 

So 6 0k«afcyicai#bfe*«:«*'r*ifc« 5 «*- 

[0 0 9 7] 

ft«J|AR<0«e#H*««)t^ftV^ bfe^T, H<fc*SWAR (M:W746L( 

7 3 mfE4$ 2003-3052652 
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OS* OT882A) KMVx*rvvovyim*»ts •BLh<o«r wuw 
*i- s @»tfm«br*,- tftbtt^WBjtTy Fmr>*e*n/«« 

«n«#®SMr. «S* (eokg^u-t) 

rsv , TB; , -BM«MJ*0.1~100mg, »*Ktt»l. 0~ 
5 „„, *.J**b<ttNl. 0~»0mirt«. «P»ca»tt» 

B 0 1~30m S ife ff*b<«»SrO. 1-2 0 

mg gS. *.J**U<W»0. l~lom»tt»K«"«»« e 

«««ftft«>fflB*att. »»««T>wmoMiiyi"=««*- 
*«. «©*ry p B yyjiii=o*»Taiiwt6t»i'X#6*v*»AR* 



7 4 



2003-305265 



002 — 1622. 0 6 



[0 0 9 9] 
[0 10 0] 

UPAC-IUB Commission on Biochemical Nomenclature JC J: 

DNA : ^^rS/U^Bfc 

cDNA :*H»m^y*« 

A : 

T : 

G :. **T-^ 

C : S/-bS/> 

RNA : UsWSfc 

mRNA : * v*.y*Jv-Vft®M 

d AT P : m^f; i/yELVym 

dTTP : ^ 

dGTP : w^r;f>sy>» 

dCTP : f^i/^^>HU>H 

ATP : Tf; >^ 

EDTA : x^l/>S?r^>B3»Sfc 

sds : ^t/^mk-rhv 

[0 10 1] 

Gl y : % >> 

Ala : T^-> 

7 5 ffil£f# 2003-305265 



002-162206 



V a 1 


: y y 


Leu 


: n-f >>> 


lie 


: >f yxijw 


S e r 


: iZ U > 


Th r 


: 


C y s 




Met 


: *^*~y 


G 1 u 


: ^ >^ 


Asp 




L y s 


: y 


Arg 




His 


: 


P h e 




T y r 




Trp 




Pro 




A s n 




Gin 




pGlu 




Me 




E t 


: x^;v3£ 


B u 




P h 




TC 





[0 10 2] 

Tos : p - h^x^^^^^n;^ 

CHO : 7i>;i/^;u 

7 6 ffif£# 2003-305265 
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Bzl i«yv» 

ci 2 Bzi : 2. e-vtun+yt?* 

Bom ! /<>^t*J/*f/l' 

cl _ z ;2-^Da^>^^»^ 
Br-Z : 2 -^n^K^^^^-^^^^^-^ 

Boc : t-T^***/!/*-* 

DN p : i?-hn7x; -/i/ 

Trt : b y ^ 

Bum : t-T^***** 

Fmo c : N- 9 -7/1/* V=7l/* F*$/#/k#-/I/ 

HOBt :l-bKD^M>XbUr/-iV 

HOOBt : 3,4-^Kn-3-fcFD^-4-^V- 

i ,2,3-s<y^hvys?y 

H ON B : l-tFn*l/-B-/^*>-2.^****^ ? F 

DCC : N, N' -VW 0>\^rS//V*/V^^W ^ F 

[0 10 3] 

. CIB^J## 1 3 
g^^glt: h A RCD c DN ACOJSSIB^J^^^o 

SP&SJfc: F ARCD7 ^ ./SfcSi^I&a**- 
[0 10 4] 

[0 10 5] 

LNGaP-FGC (ATGC#^ : GRL-1740) ft 0.1*3 *tJPl *M©fc? */!/# * F : 

7 7 ffifE^P 2003-305265 



ft 
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*y?v9X) (RPMI1640+10% Dextran Charcoal (DGC)-Fetal Bo 

vine Serum (FBS) ) $> 6»«*&13a 

ft^ftLNCaP-cxDllfc J; LNCaP-cxD2 
[0 10 6] 

2 LNCaP-cxD»»<Z> t£# to * ^ 
LNCaP-cxDll, LNCaP-cxD2fc £t^NCaP-FGC&24^ V- b JC40000 cells/mL/w 

bfc. r> Kn^>«#»K:a*a*l*PSA(Prostatic Specific 

Antigen) <Dig#-b?f b fco 

LNCaP-cxDllfe i^LNCaP-cxD2©it5ii»tf.*^^ * KIC J: »J *SK1 

[0 10 7] 

§tSJ£$I3 ISMAROH^ 

LNCaP-cxDIU LNCaP-cxD2fc JctRNCaP-FGC*^£RNA*»ffi&cDNAiC U AR 
IfifOtWtPO^ h*-*3/*»" •JiW^fc- LNCaP-cxDUlC 

LNCaP-cxDll^S J:t>'LNCaP-cxD2©VN^tl(DARlC=feT> Kn^* 

746 AR^3K>«ft919fc-rS*««:«V^^ *<0*«Tftta K>741 

K:«S) ©TGG ( h y^b7rV)^LNCaP-cxDll^J:tfLNCaP-cxD2-e^^^tlTTG 

[0 10 8] 

Cos-7&150cmV^*3lC5,000,000 cell***, «W(DMm+10X Dextran Ch 
arcoal (DCC)-Fetal Bovine Serum (FBS)+2mM glutamine) iff-e24l»mtt4Mfc 

7 8 ffi©^2 0 03-3052652 
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*£aAR*«v*u:*jiauB (i74icfij:tm4iiaaaD ^^al^k^^-dna 

C«**tHb. 8*WWHfc 0.01*6V>a:l#iM«>^*^*^K*W»^ 
l C24ra^*^^^^^- if ^ 2:M ^ b ^ ***** KK^SANDtf^Stt 

3) o 

[0 10 9] 

5 W741CStf^MARiC*f b T > * IT-* h fl*B fe3Wfc**© * * « - - 
[0 110] 

[389!©$&Jil] 

[0 111] 
[WW*] 

SEQUENCE LISTING 



<110> Takeda Chemical Industries, Ltd. 

7 9 ffilE^f 2003-3052652 
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<120> Mutated Androgen Receptor, Cancer Cells Expressing Same, 
Production Method Thereof and Use Thereof 



<130> B02173 



<160> 2 

<170> Patentln version 3.1 

<210> 1 

<211> 2775 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (1) • . (2775) 

<223> 



<400> 1 

atg gaa gtg cag tta ggg ctg gga agg gtc tac cct egg ccg ccg tec 
Met Glu Val Gin Leu Gly Leu Gly Arg Val Tyr Pro Arg Pro Pro Ser 
1 5 10 15 

aag acc tac cga gga get ttc cag aat ctg ttc cag age gtg cgc gaa 
Lys Thr Tyr Arg Gly Ala Phe Gin Asn Leu Phe Gin Ser Val Arg Glu 

20 25 30 

gtg ate cag aac ccg ggc ccc agg cac cca gag gec gcg age gca gca 
Val lie Gin Asn Pro Gly Pro Arg His Pro Glu Ala Ala Ser Ala Ala 



48 



96 



144 



8 0 mffl& 2003-305265 
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35 40 45 

cct ccc ggc gcc agt ttg ctg ctg ctg cag cag cag cag cag cag cag 
Pro Pro Gly Ala Ser Leu Leu Leu Leu Gin Gin Gin Gin Gin Gin Gin 

50 55 60 

cag cag cag cag cag cag cag cag cag cag cag cag cag cag cag cag 
Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin 
65 70 75 80 

cag cag cag caa gag act age ccc agg cag cag cag cag cag cag ggt 
Gin Gin Gin Gin Glu Thr Ser Pro Arg Gin Gin Gin Gin Gin Gin Gly 

85 90 . 95 

gag gat ggt tct ccc caa gcc cat cgt aga ggc ccc aca ggc tac ctg 
Glu Asp Gly Ser Pro Gin Ala His Arg Arg Gly Pro Thr Gly Tyr Leu 

100 105. 110 

gtc ctg gat gag gaa cag caa cct tea cag ccg cag teg gcc ctg gag 
Val Leu Asp Glu Glu Gin Gin Pro Ser Gin Pro Gin Ser Ala Leu Glu 

115 120 125 

tgc cac ccc gag aga ggt tgc gtc cca gag cct gga gcc gcc gtg gcc 
Cys His Pro Glu Arg Gly Gys Val Pro Glu Pro Gly Ala Ala Val Ala 

130 135 140 

gcc age aag ggg ctg ccg cag cag ctg cca gca cct ccg gac gag gat 
Ala Ser Lys Gly Leu Pro Gin Gin Leu Pro Ala Pro Pro Asp Glu Asp 
145 150 155 160 

gac tea get gcc cca tec acg ttg tec ctg ctg ggc ccc act ttc ccc 
As P Ser Ala Ala Pro Ser Thr Leu Ser Leu Leu Gly Pro Thr Phe Pro 

165 170 175 

ggc tta age age tgc tec get gac ctt aaa gac ate ctg age gag gcc 
Gly Leu Ser Ser Cys Ser Ala Asp Leu Lys Asp lie Leu Ser Glu Ala 

180 185 I 90 

age acc atg caa etc ctt cag caa cag cag cag gaa gca gta tec gaa 



192 



240 



288 



336 



384 



432 



480 



528 



576 



624 
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S er Thr Met Gin Leu Leu Gin Gin Gin Gin Gin Glu Ala Val Ser Glu 

195 200 205 

ggc age age age ggg aga gcg agg gag gee teg ggg get ccc act tec 
Gly Ser Ser Ser Gly Arg Ala Arg Glu Ala Ser Gly Ala Pro Thr Ser 

210 215 220 

tec aag gac aat tac tta ggg ggc aet teg ace att tct gac aac gec 
Ser Lys As P Asn Tyr Leu Gly Gly Thr Ser Thr lie Ser Asp Asn Ala 
225 230 235 240 

aag gag ttg tgt aag gca gtg teg gtg tec atg ggc ctg ggt gtg gag 
Lys Glu Leu Cys Lys Ala Val Ser Val Ser Met Gly Leu Gly Val Glu 

245 250 255 

gcg ttg gag cat ctg agt cca ggg gaa cag ctt egg ggg gat tgc atg 
Ala Leu Glu His Leu Ser Pro Gly Glu Gin Leu Arg Gly Asp Cys Met 

260 265 270 

tac gec cca ctt ttg gga gtt cca ccc get gtg cgt ccc act cct tgt 
Tyr Ala Pro Leu Leu Gly Val Pro Pro Ala Val Arg Pro Thr Pro Cys 

275 280 285 

gec cca ttg gec gaa tgc aaa ggt tct ctg eta gac gac age gca ggc 
Ala Pro Leu Ala Glu Cys Lys Gly Ser Leu Leu Asp Asp Ser Ala Gly 

290. 295 300 

aag age act gaa gat act get gag tat tec cct ttc aag gga ggt tac 
Lys Ser Thr Glu Asp Thr Ala Glu Tyr Ser Pro Phe Lys Gly Gly Tyr 

oifx ^IS 320 

305 310 ^ 

acc aaa ggg eta gaa ggc gag age eta ggc tgc tct ggc age get gca 
Thr Lys Gly Leu Glu Gly Glu Ser Leu Gly Cys Ser Gly Ser Ala Ala 

325 330 335 

gca ggg age tec ggg aca ctt gaa ctg ccg tct acc ctg tct etc tac 
Ala Gly Ser Ser Gly Thr Leu Glu Leu Pro Ser Thr Leu Ser Leu Tyr 
340 345 350 



672 



720 



768 



816 



864 



912 



960 



1008 



1056 
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aag tec gga gca ctg gac gag gca get gcg tac cag agt cgc gac tac 
Lys Ser Gly Ala Leu Asp Glu Ala Ala Ala Tyr Gin Ser Arg Asp Tyr 

355 360 365 

tac aac ttt cca ctg get ctg gee gga ccg ccg ccc cct ccg ccg cct 
Tyr Asn Phe Pro Leu Ala Leu Ala Gly Pro Pro Pro Pro Pro Pro Pro 

370 375 380 

ccc cat ccc cac get cgc ate aag ctg gag aac ccg ctg gac tac ggc 
Pro His Pro His Ala Arg lie Lys Leu Glu Asn Pro Leu Asp Tyr Gly 
385 390 395 400 

age gee tgg gcg get gcg gcg gcg cag tgc cgc tat ggg gac ctg gcg 
Ser Ala Trp Ala Ala Ala Ala Ala Gin Cys Arg Tyr Gly Asp Leu Ala 

405 410- 415 

age ctg cat ggc gcg ggt gca gcg gga ccc ggt tct ggg tea ccc tea 
. Ser Leu His Gly Ala Gly Ala Ala Gly Pro Gly Ser Gly Ser Pro Ser 
420 425 430 

gee gee get tec tea tec tgg cac act etc ttc aca gee gaa gaa ggc 
Ala Ala Ala Ser Ser Ser Trp His Thr Leu Phe Thr Ala Glu Glu Gly 

435 440 445 

cag ttg tat gga ccg tgt ggt ggt ggt ggg ggt ggt ggc ggc ggc ggc 
Gin Leu Tyr Gly Pro Cys Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly 

450 455 460 

ggc ggc ggc ggc ggc ggc ggc ggc ggc ggc ggc ggc ggc gag gcg gga 
Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Glu Ala Gly 
465 470 475 480 

get gta gee ccc tac ggc tac act egg ccc cct cag ggg ctg gcg ggc 
Ala Val Ala Pro Tyr Gly Tyr Thr Arg Pro Pro Gin Gly Leu Ala Gly 

485 490 495 

cag gaa age gac ttc ace gca cct gat gtg tgg tac cct ggc ggc atg 
Gin Glu Ser Asp Phe Thr Ala Pro Asp Val Trp Tyr Pro Gly Gly Met 



1104 



1152 



1200 



1248 



1296 



1344 



1392 



1440 



1488 



1536 
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500 505 510 

gtg age aga gtg ccc tat ccc agt ccc act tgt gtc aaa age gaa atg 
Val Ser Arg Val Pro Tyr Pro Ser Pro Thr Gys Val Lys Ser Glu Met 

515 520 525 

ggc ccc tgg atg gat age tac tec gga cct tac ggg gac atg cgt ttg 
Gly Pro Trp Met Asp Ser Tyr Ser Gly Pro Tyr Gly Asp Met Arg Leu 

530 535 540 

gag act gee agg gac cat gtt ttg ccc att gac tat tac ttt cca ccc 
Glu Thr Ala Arg Asp His Val Leu Pro lie Asp Tyr Tyr Phe Pro Pro 
545 550 555 560 

cag aag acc tgc ctg ate tgt gga gat gaa get tct ggg tgt cac tat 
Gin Lys Thr Cys Leu lie Cys Gly Asp Glu Ala Ser Gly Gys His Tyr 

565 570 575 

gga get etc aea tgt gga age tgc aag gtc ttc ttc aaa aga gee get 
Gly Ala Leu Thr Cys Gly Ser Gys Lys Val Phe Phe Lys Arg Ala Ala 

580 585 590 

gaa ggg aaa cag aag tac ctg tgc gee age aga aat gat tgc act att 
Glu Gly Lys Gin Lys Tyr Leu Gys Ala Ser Arg Asn Asp Cys Thr lie 

595 600 605 

gat aaa ttc cga agg aaa aat tgt cca tct tgt cgt ctt egg aaa tgt 
Asp Lys Phe Arg Arg Lys Asn Cys Pro Ser Cys Arg Leu Arg Lys Cys 

6io 615 620 

tat gaa gca ggg atg act ctg gga gee egg aag ctg aag aaa ctt ggt 
Tyr Glu Ala Gly Met Thr Leu Gly Ala Arg Lys Leu Lys Lys Leu Gly 
625 630 635 640 

aat ctg aaa eta cag gag gaa gga gag get tec age acc acc age ccc 
Asn Leu Lys Leu Gin Glu Glu Gly Glu Ala Ser Ser Thr Thr Ser Pro 

645 650 655 

act gag gag aca acc cag aag ctg aca gtg tea cac att gaa ggc tat 



1584 



1632 



1680 



1728 



1776 



1824 



1872 



1920 



1968 



2016 
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Thr Glu Glu Thr Thr Gin Lys Leu Thr Val Ser His lie Glu Gly Tyr 

660 665 670 

gaa tgt cag ccc ate ttt ctg aat gtc ctg gaa gec att gag cca ggt 
Glu Cys Gin Pro lie Phe Leu Asn Val Leu Glu Ala lie Glu Pro Gly 

675 680 685 

gta gtg tgt get gga cac gac aac aac cag ccc gac tec ttt gca gee 
Val Val Cys Ala Gly His Asp Asn Asn Gin Pro Asp Ser Phe Ala Ala 

690 . 695 700 

ttg etc tct age etc aat gaa ctg gga gag aga cag ctt gta cac gtg 
Leu Leu Ser Ser Leu. Asn Glu Leu Gly Glu Arg Gin Leu Val His Val 
705 710 715 720 

gtc aag tgg gec aag gec ttg cct ggc ttc cgc aac tta cac gtg gac 
Val Lys Trp Ala Lys Ala Leu Pro Gly Phe Arg Asn Leu His Val Asp 

725 730 735 

gac cag atg get gtc att cag tac tec tgg atg ggg etc atg gtg ttt 
Asp Gin Met Ala Val lie Gin Tyr Ser Trp Met Gly Leu Met Val Phe 

740 745 750 

gec atg ggc tgg cga tec ttc ace aat gtc aac tec agg atg etc tac 
Ala Met Gly Trp Arg Ser Phe Thr Asn Val Asn Ser Arg Met Leu Tyr 

755 760 765 

ttc gee cct gat ctg gtt ttc aat gag tac cgc atg cac aag tec egg 
Phe Ala Pro Asp Leu Val Phe Asn Glu Tyr Arg Met His Lys Ser Arg 

770 775 780 

atg tac age cag tgt gtc cga atg agg cac etc tct caa gag ttt gga 
Met Tyr Ser Gin Cys Val Arg Met Arg His Leu Ser Gin Glu Phe Gly 
785 790 795 800 

tgg etc caa ate acc ccc cag gaa ttc ctg tgc atg aaa gca ctg eta 
Trp Leu Gin He Thr Pro Gin Glu Phe Leu Cys Met Lys Ala Leu Leu 
805 810 815 



2064 



2112 



2160 



2208 



2256 



2304 



2352 



2400 



2448 
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etc ttc 
Leu Phe 

gat gaa 
Asp Glu 



tgc aaa 
Cys Lys 
850 
acc aag 
Thr Lys 
865 

ttc act 
phe Thr 



age att 
Ser lie 
820 
ctt cga 
Leu Arg 
835 

aga aaa 
Arg Lys 



att cca 
lie Pro 

atg aac 
Met Asn 

aat ccc 
Asn Pro 



gtg gat 
Val Asp 



etc ctg 
Leu Leu 

ttt gac 
Phe Asp 



ccg gaa atg atg 
Pro Glu Met Met 
900 

tct ggg aaa gtc 
Ser Gly Lys Val 
915 



gac tec 
Asp Ser 
870 
ctg eta 
Leu Leu 
885 

gca gag 
Ala Glu 



tac ate 
Tyr lie 
840 
aca tec 
Thr Ser 
855 

gtg cag 
Val Gin 



ggg ctg aaa 
Gly Leu Lys 
825 

aag gaa etc 
Lys Glu Leu 



tgc tea aga 
Cys Ser Arg 



ate aag 
lie Lys 

ate ate 
He lie 



aag ccc 
Lys Pro 



ate tat 
He Tyr 
920 



cct att gcg 
Pro lie Ala 

875 

tea cac atg 
Ser His Met 

890 
tct gtg caa 
Ser Val Gin 
905 

ttc cac acc 
Phe His Thr 



aat caa aaa 
Asn Gin Lys 
830 

gat cgt ate 
Asp Arg He 

845 
cgc ttc tac 
Arg Phe Tyr 
860 

aga gag ctg 
Arg Glu Leu 



ttc ttt 
Phe Phe 



gtg age gtg 
Val Ser Val 



gtg' ccc aag 
Val Pro Lys 
910 

cag tga 
Gin 



att gca 
lie Ala 

cag etc 
Gin Leu 

cat cag 
His Gin 
880 
gac ttt 
Asp Phe 
895 

ate ctt 
lie Leu 



2496 



2544 



2592 



2640 



2688 



2736 



2775 
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<212> PRT 
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Met Glu Val Gin Leu Gly Leu Gly Arg Val Tyr Pro Arg Pro Pro Ser 

x 5 10 15 

L ys Thr Tyr Arg Gly Ala Phe Gin Asn Leu Phe Gin Ser Val Arg Glu 

20 25 30 

Val He Gin Asn Pro Gly Pro Arg His Pro Glu Ala Ala Ser Ala Ala 

35 40 45 

Pro Pro Gly Ala Ser Leu Leu Leu Leu Gin Gin Gin Gin Gin Gin Gin 

50 55 60 

Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin Gin 
65 70 75 80 

Gin Gin Gin Gin Glu Thr Ser Pro Arg Gin Gin Gin Gin Gin Gin Gly 

85 90 95 

Glu Asp Gly Ser Pro Gin Ala His Arg Arg Gly Pro Thr Gly Tyr Leu 

100 105 11° 

Val Leu As P Glu Glu Gin Gin Pro Ser Gin Pro Gin Ser Ala Leu Glu 

115 120 I 25 

Cys His Pro Glu Arg Gly Cys Val Pro Glu Pro Gly Ala Ala Val Ala 

130 135 U0 

Ala Ser Lys Gly Leu Pro Gin Gin Leu Pro Ala Pro Pro Asp Glu Asp 

145 150 155 160 

Asp Ser Ala Ala Pro Ser Thr Leu Ser Leu Leu Gly Pro Thr Phe Pro 

165 170 I 75 

Gly Leu Ser Ser Cys Ser Ala Asp Leu Lys Asp He Leu Ser Glu Ala 

180 185 I 90 

Ser Thr Met Gin Leu Leu Gin Gin Gin Gin Gin Glu Ala Val Ser Glu 

195 200 205 

Gly Ser Ser Ser Gly Arg Ala Arg Glu Ala Ser Gly Ala Pro Thr Ser 

210 215 220 

Ser Lys Asp Asn Tyr Leu Gly Gly Thr Ser Thr lie Ser Asp Asn Ala 
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225 230 235 240 

Lys Glu Leu Cys Lys Ala Val Ser Val Ser Met Gly Leu Gly Val Glu 

245 250 255 

Ala Leu Glu His Leu Ser Pro Gly Glu Gin Leu Arg Gly Asp Cys Met 

260 265 270 

Tyr Ala Pro Leu Leu Gly Val Pro Pro Ala Val Arg Pro Thr Pro Cys 

275 280 285 

Ala Pro Leu Ala Glu Cys Lys Gly Ser Leu Leu Asp Asp Ser Ala Gly 

290 295 300 

Lys Ser Thr Glu Asp Thr Ala Glu Tyr Ser Pro Phe Lys Gly Gly Tyr 
305 310 315 320 

Thr Lys Gly Leu Glu Gly Glu Ser Leu Gly Cys Ser Gly Ser Ala Ala 

325 330 335 

Ala Gly Ser Ser Gly Thr Leu Glu Leu Pro Ser Thr Leu Ser Leu Tyr 

340 345 350 

Lys Ser Gly Ala Leu Asp Glu Ala Ala Ala Tyr Gin Ser Arg Asp Tyr 

355 360 365 

Tyr Asn Phe Pro Leu Ala Leu Ala Gly Pro Pro Pro Pro Pro Pro Pro 

370 375 380 

Pro His Pro His Ala Arg lie Lys Leu Glu Asn Pro Leu Asp Tyr Gly 
385 390 395 400 

Ser Ala Trp Ala Ala Ala Ala Ala Gin Cys Arg Tyr Gly Asp Leu Ala 

405 410 415 

Ser Leu His Gly Ala Gly Ala Ala Gly Pro Gly Ser Gly Ser Pro Ser 

420 425 430 

Ala Ala Ala Ser Ser Ser Trp His Thr Leu Phe Thr Ala Glu Glu Gly 

435 440 445 

Gin Leu Tyr Gly Pro Cys Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly 
450 455 460 
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Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Gly Glu Ala Gly 
465 470 475 480 

Ala Val Ala Pro Tyr Gly Tyr Thr Arg Pro Pro Gin Gly Leu Ala Gly 

485 490 495 

Gin Glu Ser Asp Phe Thr Ala Pro Asp Val Trp Tyr Pro Gly Gly Met 

- 500 505 510 

Val Ser Arg Val Pro Tyr Pro Ser Pro Thr Cys Val Lys Ser Glu Met 

515 520 525 

Gly Pro Trp Met Asp Ser Tyr Ser Gly Pro Tyr Gly Asp Met Arg Leu 

530 535 540 

Glu Thr Ala Arg Asp His Val Leu Pro He Asp Tyr Tyr Phe Pro Pro 
545 550 555 560 

Gin Lys Thr Cys Leu lie Cys Gly Asp Glu Ala Ser Gly Cys His Tyr 

565 570 575 

Gly Ala Leu Thr Cys Gly Ser Cys Lys Val Phe Phe Lys Arg Ala Ala 

580 585 590 

Glu Gly Lys Gin Lys Tyr Leu Cys Ala Ser Arg Asn Asp Cys Thr lie 

595 600 605 

Asp Lys Phe Arg Arg Lys Asn Cys Pro Ser Cys Arg Leu Arg Lys Cys 

610 615 620 

Tyr Glu Ala Gly Met Thr Leu Gly Ala Arg Lys Leu Lys Lys Leu Gly 
625 630 635 640 

Asn Leu Lys Leu Gin Glu Glu Gly Glu Ala Ser Ser Thr Thr Ser Pro 

645 650 655 

Thr Glu Glu Thr Thr Gin Lys Leu Thr Val Ser His lie Glu Gly Tyr 

660 665 670 

Glu Cys Gin Pro He Phe Leu Asn Val Leu Glu Ala lie Glu Pro Gly 

675 680 685 

Val Val Cys Ala Gly His Asp Asn Asn Gin Pro Asp Ser Phe Ala Ala 
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690 695 700 

Leu Leu Ser Ser Leu Asn Glu Leu Gly Glu Arg Gin Leu Val His Val 
705 710 715 720 

Val Lys Trp Ala Lys Ala Leu Pro Gly Phe Arg Asn Leu His Val Asp 

725 730 735 

Asp Gin Met Ala Val lie Gin Tyr Ser Trp Met Gly Leu Met Val Phe 

740 745 750 

Ala Met Gly Trp Arg Ser Phe Thr Asn Val Asn Ser Arg Met Leu Tyr 

755 760 765 

Phe Ala Pro Asp Leu Val Phe Asn Glu Tyr Arg Met His Lys Ser Arg 

770 775 780 

Met Tyr Ser Gin Cys Val Arg Met Arg His Leu Ser Gin Glu Phe Gly 
785 790 795 800 

Trp Leu Gin lie Thr pro Gin Glu Phe Leu Cys Met Lys Ala Leu Leu 

805 810 815 

Leu Phe Ser lie lie pro Val Asp Gly Leu Lys Asn Gin Lys Phe Phe 

820 825 830 

Asp Glu Leu Arg Met Asn Tyr lie Lys Glu Leu Asp Arg lie lie Ala 

835 840 845 

Cys Lys Arg Lys Asn Pro Thr Ser Cys Ser Arg Arg Phe Tyr Gin Leu 

850 855 860 

Thr Lys Leu Leu Asp Ser Val Gin Pro He Ala Arg Glu Leu His Gin 
865 870 875 880 

Phe Thr Phe Asp Leu Leu He Lys Ser His Met Val Ser Val Asp Phe 

885 890 895 

Pro Glu Met Met Ala Glu He lie Ser Val Gin Val Pro Lys lie Leu 

900 905 910 

Ser Gly Lys Val Lys Pro He Tyr Phe His Thr Gin 
915 920 
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[Ell] 

LNCaP-cxDll, LNCaP-cxD2& £ t^LNCaP-FGCMCD^tcMt-S fc? ^ F© 

S&Jftfe^-rH-efeS. (RPMI1640 + 10% DCC-FBS) cflcMMbfc LNCaP-cxD 

1U LNCaP-cxD2^J:t5LNGaP-FGCaHm%24^yi/-MC4000Q cells /^V- hi? 

0 ± flftMg^ n=3 0 

[02] 

LNGaP-cxDll, LNCaP-cxD2fe £ tfLNCaP-FGCjffl flg^PSAm^lC^ffS tr*^* ^ 
FOS&^l&ja^Bre&S. «® (RPMI1640 + 10% DCC-FBS) (f»lC»«bfe LNCaP 
-cxDll, LNCaP-cxD2^3J:tJ J LNCaP-FGCM$:245rt^ , U- bJC40000 cells /-fl/- 

[0 3] 

• fc?#;i/#^ FCJ:S»£M&SV^«J*S!(W741C, W741L)AR©«^ffiiliStt*: 

x#*>a>U o.oife§v>liiitiM<7)tf^;i/^^ F&^iBtfe^S'^x^-lftStt 

*WfeLf=.o ± n=4 ° 
[04], 

W741CM^MARlC*f^--& J fb^A(Z)T>^^-X h#J3 §r^-TglT*S>So W741C 

, 40 nMtf)DHT&£V^ 40 nM©DHTi:10^Il(Z)^%A$:MtI#©;i/i/7x^-if 
?frft£ii3tbfco ¥^ ± DHT*«*aiI»©n-16,. DHT+flS^ftASfoBl! 

P©n=4 0 
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